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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address » 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )K Responsive to communication(s) filed on 22 August 2003 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) £3 Claim(s) 7-72 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) Q Claim(s) is/are allowed. 

6) £3 Claim(s) 7-72 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
11 )□ The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. . 



3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
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DETAILED ACTION 
Status of the Claims 
Claims 1-19 are pending in this application and are subject to 
restriction/election of species. Claims 1-12 are under consideration. Claims 13-19 
are withdrawn from consideration. 

Election/Restriction 
Applicant's election with traverse of Group I (claims 1-12) in Paper No. 
i 2 is acknowledged. claims i3"i9 are withdrawn from further consideration 
pursuant to 37 cfr i . i 42(b), as being drawn to a non elected invention , there being 
no allowable generic or linking claim . applicant timely traversed the restriction 
(election) requirement in paper no. i 2. 

Applicant's election without traverse of the species "Bacillus" in Paper No. 
i 2 is acknowledged. 

Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 cfr i .48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one 
claim remaining in the application. any amendment of inventorship must be accompanied 
by a request under 37 cfr i .48(b) and by the fee required under 37 cfr i . i 7(l). 

Information Disclosure Statement 
The information disclosure statement filed November 8, 2002 (Paper No. 9) 
FAILS TO COMPLY WITH 37 CFR I .98(a)(2), which requires a legible copy of each U.S. 
and foreign patent; each publication or that portion which caused it to be listed; and 
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all other information or that portion which caused it to be listed. the crossed out 
reference, not provided by applicant, has not been considered. 

Claim Objections 

claim i 2 recites the limitation " the homology" in line 3. there is insufficient 
antecedent basis for this limitation in the claim. appropriate correction is required. 

Claim Rejections - 35 USC § I 1 2, 2"° paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-12 are rejected under 35 U.S.C. I I 2, second paragraph, as being 

INDEFINITE FOR FAILING TO PARTICULARLY POINT OUT AND DISTINCTLY CLAIM THE SUBJECT MATTER 
WHICH APPLICANT REGARDS AS THE INVENTION. THE TERM "SELECTING" IN THE PHRASE 
"SELECTING A COMPETENT MICROORGANISM " RENDERS THE CLAIM INDEFINITE. IT IS UNCLEAR 
WHETHER THE TERM IS INTENDED TO REFER TO (A) CHOOSING ONE COMPETENT MICROORGANISM 
FROM AMONG A PLURALITY OF COMPETENT MICROORGANISMS; (B) IMPOSING A GENETIC SELECTION 
ON A [POPULATION OF] COMPETENT MICROORGANISMS; (C) PRODUCING A COMPETENT 
MICROORGANISM THROUGH A PROCESS OF GENETIC SELECTION; OR (D) SOMETHING ELSE 
ENTIRELY. 

Claim I 2 is rejected under 35 U.S.C. I I 2, second paragraph, as being 

INDEFINITE FOR FAILING TO PARTICULARLY POINT OUT AND DISTINCTLY CLAIM THE SUBJECT MATTER 
WHICH APPLICANT REGARDS AS THE INVENTION. THE TERM "INCREASING" IN THE PHRASE 
"...INCREASING THE HOMOLOGY BETWEEN SAID TARGET SEQUENCE AND SAID DNA CONSTRUCT" IS 
A RELATIVE TERM THAT RENDERS THE CLAIM INDEFINITE. THE TERM IS NOT DEFINED BY THE CLAIM , 
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THE SPECIFICATION DOES NOT PROVIDE A STANDARD FOR ASCERTAINING THE REQUISITE DEGREE, 

and one of ordinary skill in the art would not be reasonably apprised of the scope 
of the invention . the claim parameter of "homology" has been rendered indefinite 
because there are neither quantitative nor qualitative referents for "increasing". 
From what initial state or value is homology being increased? In other words, 
increased compared to what? what aspect of homology is being increased? is it the 
degree of homology? is it the length of homologous sequence? is it both? 

it is noted that example 5 of the specification discloses "...varying the size of 
the homology box " (emphasis added). however, claim i 2 does not recite these 
limitations. 

Claim Rejections - 35 (JSC § / / 2, I st paragraph 
(Written Description) 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make and 
use the same and shall set forth the best mode contemplated by the inventor of carrying out his 
invention. 

With regard to the description requirement, Applicants' attention is directed to 
The Court of Appeals for the Federal Circuit which held that a "written description 
of an invention involving a chemical genus, like a description of a chemical species, 
'requires a precise definition, such as by structure, formula [or] chemical name,' of 

THE CLAIMED SUBJECT MATTER SUFFICIENT TO DISTINGUISH IT FROM OTHER MATERIALS." 

University of California v. Eli Lilly and Co., A3 USP02D I 398, I 405 ( I 997), 
quoting Fiers v. Revel, 25 USPQ2D i 60 I , I 606 (Fed. Cir. I 993) (bracketed 
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MATERIAL IN ORIGINAUUHE CLAIMS AT ISSUE IN UNIVERSITY OF CALIFORNIA V. Eu LILLY DEFINED 
THE INVENTION BY FUNCTION OF THE CLAIMED DNA (ENCODING INSULIN)] . 

Although directed to DNA compounds, this holding would be deemed to be 

APPLICABLE TO A GENERIC OF COMPOUNDS; WHICH REQUIRES A REPRESENTATIVE SAMPLE OF 
COMPOUNDS AND/OR A SHOWING OF SUFFICIENT IDENTIFYING CHARACTERISTICS TO DEMONSTRATE 
POSSESSION OF THE COMPOUND OR GENERIC(S). FOR EXAMPLE, IN A RECENT COURT CASE IN 

line with Eli Lilly, Judge Lourie writing for the CAFC made the following observation: 

"A DESCRIPTION OF AN ANTI-INFLAMMATORY STEROID, I.E., A STEROID (A GENERIC 
STRUCTURAL TERM) HAVING THE FUNCTION OF LESSENING INFLAMMATION OF TISSUES, FAILS TO 
DISTINGUISH ANY STEROID FROM OTHERS HAVING THE SAME ACTIVITY OR FUNCTION. SIMILARLY, 
THE EXPRESSION "AN ANTIBIOTIC PENICILLIN" FAILS TO DISTINGUISH A PARTICULAR PENICILLIN 
MOLECULE FROM OTHERS POSSESSING THE SAME ACTIVITY." 

See: J. Lourie decision in Enzo Biochem, Inc. v. Gen-Probe Inc. etal. No. O I - 1 230 
(CAFC: Decided April 2, 2002) (citation forthcoming). 

In this regard, applicant is referred to the seminal case of University of 
California v. Eli Lilly & Co., 119 F.3d I 559, 43 USPQ2D I 398 (Fed. Cir. I 997) and 
the "Guidelines for Examination of Patent Applications Under the 35 USC 112, first 

PARAGRAPH, 'WRITTEN DESCRIPTION' REQUIREMENT" PUBLISHED IN I 242 OG I 68" I 78 

(January 30, 200 I ). 

it is noted that written description is legally distinct from enablement: 
"Although the two concepts of are entwined, they are distinct and each is evaluated 
under separate legal criteria. the written description requirement, a question of 
fact, ensures the that the inventor conveys to others that he or she had possession 
of the claimed invention; whereas, the enablement requirement, a question of law, 
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ENSURES THAT THE INVENTOR CONVEYS TO OTHERS HOW TO MAKE AND USE THE CLAIMED 

invention/' See I 242 OG I 69 (January 30, 200 I ) citing University of California v. 
Eli Lilly & Co. 

Claims 1-12 are rejected under 35 U.S.C. I I 2, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains 
subject matter that was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time 
the application was filed, had possession of the claimed invention. (lack of written 
description) 

Claims 1-12 are drawn to a method for producing a transformed 
microorganism via chromosomal integration of exogenous dna. the claims are drawn 
to any method of producing any dna construct in vitro and transforming any 
competent microorganism with said construct, wherein the construct becomes 
integrated at any position of any chromosome of a microorganism. consequently, the 
scope of these claims is enormous because they would include an infinite number of 
methods for producing an infinite number of structural variants that are combined 
together to form the ultimate product (a transformed microorganism). the 
specification and claims do not place any limit on the number, type, or method by 
which said structural variants might be combined. 

although the specification discloses examples directed to certain methods of 

TRANSFORMATION OF BACILLUS SUBTILIS (SEE SPECIFICATION, P I 9, LN I 6), THE SPECIFICATION 
AND CLAIMS DO NOT PROVIDE ANY GUIDANCE AS TO WHAT STRUCTURAL FEATURES ALL OF THE 
CLAIMED VARIANTS MIGHT SHARE; I.E., PROVIDING EXAMPLES OF "BACILLUS CSUBTILIS]" VARIANTS 
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does not sufficiently describe variants that do not fall within the "bacillus" class 
and its specific subclasses (please note: applicants' claims would encompass an 
infinite number of variants in virtually every class and subclass). 

Consequently, there is no teaching that would allow a person of skill in the 
art to determine a priori that applicants were in possession of the full scope of the 
claimed invention at the time of filing because there is no common structural 
attributes that can link together all of the claimed method variants. 

the general knowledge and level of skill in the art do not supplement the 
omitted description because specific, not general, guidance is what is needed. slnce 
the disclosure fails to describe the common attributes or characteristics that 
identify all of the members of the genus or even a substantial portion thereof, and 
because the genus is enormous and highly diverse, listing examples like "bacillus" 
variants (see specification, summary of the invention) is insufficient to teach the 
entire genus. consequently, one of skill in the art would reasonably conclude that 
the disclosure fails to provide a representative number of species to describe this 
enormous genus. thus, applicant was not in possession of the claimed genus. 

Claim I 2 is rejected under 35 U.S.C. 112, first paragraph, as failing to 

COMPLY WITH THE WRITTEN DESCRIPTION REQUIREMENT. THE CLAIM(S) CONTAINS SUBJECT MATTER 
THAT WAS NOT DESCRIBED IN THE SPECIFICATION IN SUCH A WAY AS TO REASONABLY CONVEY TO 
ONE SKILLED IN THE RELEVANT ART THAT THE INVENTOR(S), AT THE TIME THE APPLICATION WAS 
FILED, HAD POSSESSION OF THE CLAIMED INVENTION. (LACK OF WRITTEN DESCRIPTION) 

Claim I 2 is drawn to the use of "increasing the homology between [a] target 

SEQUENCE AND U] DNA CONSTRUCT" FOR USE IN A METHOD OF PRODUCING A TRANSFORMED 
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organism. However, the metes and bounds of the structures and method steps 
encompassed by the enouoted term are unclear. 

dna homology is defined as "the degree of similarity (relatedness) between 
base sequences in different dna molecules (or in different parts of the same 
molecule); two nucleic acid molecules which are i 00% homologous have identical 
sequences of nucleotides". ("dictionary of microbiology and molecular biology", 
2 nd Ed., Singleton etal, John Wiley and Sons, printed I 995(See applicant's 
Information Disclosure Statement, Paper No. 9)). Thus, DNA homology is defined in 

TERMS OF THE IDENTITY OF BASE ORDER BETWEEN TWO (OR MORE) SEQUENCES, RATHER THAN 
THE EXTENT (LENGTH OF) OF SEQUENCES COMPRISING BASE ORDER OF A GIVEN IDENTITY. FOR 
EXAMPLE, TWO I O BASE PAIR LONG DNA MOLECULES THAT HAVE 8 BASE PAIRS IN COMMON ARE 
80% HOMOLOGOUS. LIKEWISE, TWO I ,000,000 BASE PAIR LONG DNA. MOLECULES THAT HAVE 
800,000 BASE PAIRS IN COMMON ARE ALSO 80% HOMOLOGOUS. 

THE SPECIFICATION, WHILE LACKING AN EXPLICIT DESCRIPTION DEFINING THE TERM 
"HOMOLOGY", SEEMS TO DEFINE APPARENTLY RELATED TERMS IN DIFFERENT WAYS: 

Homologous sequence- "... is a sequence that is found in the same genetic source 
or species. For example, the host cell strain may be deficient in a specific gene. If 
that gene is found in other strains of the same species the gene would be considered 
a homologous sequence." 

This definition is confusing because: (a) there is no mention of sequence 
identity/similarity, (b) the explicit definition (the first sentence) reads on any [dna3 
sequence found in the same species, irrespective of the degree of sequence identity, 
and (c) the meaning of "same genetic source" is unclear, especially since it is cast in 
the alternative to the term "species". the example confuses the issue even more 
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BECAUSE THE MEANING OF THE TERM " DEFICIENT" IS UNCLEAR. DOES IT MEAN "FUNCTIONALLY 
DEFICIENT" (I.E., THE GENE AT ISSUE CONTAINS A NON- OR MIS-SENSE MUTATION IN THE CODING 
REGION, OR AN INACTIVATING MUTATION IN THE PROMOTER REGION, OR PERHAPS A DELETION 

MUTATION)? Does it mean that the gene at issue is absent entirely (i.e., the organism 
lacks a gene that confers resistance to erythromycin, or perhaps a plasmid that 
confers a pathogenic phenotype, e.g., b. cereus vis-a-vis b. anthracis)? in the case 
wherein the gene at issue is absent entirely, what is the meaning of the term "that 
gene" as "a homologous sequence" since no sequence identity is possible to a gene 
that is absent? furthermore, exemplification does not constitute explicit definition. 

Homology box- "... may flank each side of the incoming sequence. The sequence of 
each homology box is homologous to a sequence in the bacillus chromosome. these 
sequences direct where in the bacillus chromosome the new construct gets 
integrated and what part of the bacillus [sic] chromosome will be replaced by the 
incoming sequence". 

This definition is confusing because it relies upon the definition of "homologous 
sequence" discussed above. moreover, it is explicitly directed to modification of 
Bacillus chromosomes and is therefore not commensurate with the vast scope of the 

CLAIMS. 

Applicants do not provide a single example that explicitly describes an increase in 
sequence identity between a target sequence and a dna construct. example 5 of the 
specification is directed to "...varying the size of the homology box", which does not 
necessarily alter the percent homology between the construct and the target 
sequence. Applicant defines "target sequence" as "... the sequence where it is 
desired for the incoming sequence to be inserted into the ... genome. the target 
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SEQUENCE MAY ENCODE A FUNCTIONAL WILD-TYPE GENE OR OPERON, A FUNCTIONAL MUTANT GENE 
OR OPERON, OR A NON-FUNCTIONAL GENE OR OPERON". THUS, THE "TARGET SEQUENCE" IS 
PHYSICALLY DEFINED BY THE EXTENT OF THE REGION OF THE CHROMOSOME THAT UNDERGOES 
RECOMBINATION. IN VIEW OF THE DEFINITION PROVIDED FOR "HOMOLOGY BOX", THE "TARGET 
SEQUENCE" IS IN TURN DEFINED BY THE COMPOSITION OF THE DNA CONSTRUCT. THE TERM DOES 
NOT APPEAR TO REFER TO THE CHROMOSOME AS A WHOLE, NOR A SUBSTANTIAL SEGMENT 
THEREOF. 

Even if it were argued that "target sequence" includes the chromosome as a 
whole or a substantial segment thereof, and therefore an increase in the size of a 
homology box would constitute an increase in percent sequence identity between a 
target sequence and a dna construct, applicant's example 4 would appear to be in 
conflict with claim i 2. 

Example A describes an increase in transformation efficiency brought about by 
the addition of non-homologous sequences to the distal portions of a dna 
construct. Said addition would only decrease the degree of sequence homology 
between a target sequence (irrespective of how applicant's definition of that term is 
construed) and a dna construct. 

Claim Rejections - 35 (JSC § 1 02 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. I 02 

THAT FORM THE BASIS FOR THE REJECTIONS UNDER THIS SECTION MADE IN THIS OFFICE ACTION: 
A PERSON SHALL BE ENTITLED TO A PATENT UNLESS - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in 
public use or on sale in this country, more than one year prior to the date of application for patent in 
the United States. 
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Claims 1-12 are rejected under 35 U.S.C. I 02(b) as being anticipated by Hahn 
et al., Molecular Microbiology 2 I (4): 763-775, I 996 (hereinafter referred to as 
Hahn). 

The invention of the above clmm is *drawn to a method of producing a 
transformed microorganism comprising the direct introduction and subsequent 
chromosomal integration of a DNA construct produced in vitro into a selected 
competent microorganism, wherein: 

o the microorganism is a super-competent pxyl-comk strain [of bacillus] 

o the dna construct comprises 

• homologous or heterologous dna 

• either wild-type or modified dna 

• stuffer segments 

• a segment flanked by homology boxes 



O THE DNA CONSTRUCT IS A NON-PLASMID DNA CONSTRUCT 

O THE DNA CONSTRUCT IS PRODUCED WITHOUT THE USE OF A SHUTTLE VECTOR OR 

AN INTERMEDIATE HOST. 
O THE HOMOLOGY BETWEEN THE TARGET SEQUENCE AND THE DNA CONSTRUCT IS 

INCREASED 



Hahn teaches a method of producing a transformed microorganism comprising 
the direct introduction and subsequent chromosomal integration of a dna construct 
produced in vitro into a selected competent microorganism (p765, col i , 4™ par., 
and 2 nd col, i st par.), wherein: 
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• THE MICROORGANISM IS A SUPER-COMPETENT (P 765, COL I , 4™ PAR.) PXYL'COMK 

strain of Bacillus (p 76-4, col I , 2 nd par.) 

• THE DNA construct comprises homologous and heterologous DNA, wild- 
type and modified DNA, STUFFER segments , A segment flanked by homology 
boxes (p765, col I , 4 th par., and 2 nd col, I ST par.). 

• The DNA construct is a non-plasmid DNA construct (p765, col 2, I par., 
lns 6-7) 

• THE DNA CONSTRUCT IS PRODUCED WITHOUT THE USE OF A SHUTTLE VECTOR OR AN 
INTERMEDIATE HOST (P765, COL I , 4™ PAR., AND COL 2, I PAR., LNS 6*7). 

• the homology between the target sequence and the dna construct is 
increased (p 772, 2 n ° col, par. entitled " construction of comk-l^cz") 

Therefore, all of the claimed limitations discussed above are anticipated by Hahn. 

Claims I -3, and 6-9 are rejected under 35 U.S.C. I 02(b) as being anticipated 

BY NlAUDET ET AL. , JOURNAL OF BACTERIOLOGY I 63( I ): I I I - I 20, I 985 (HEREINAFTER 
REFERRED TO AS NlAUDET). 

NlAUDET TEACHES A METHOD OF PRODUCING A TRANSFORMED MICROORGANISM 
COMPRISING: 

• SELECTING A COMPETENT MICROORGANISM, WHEREIN SAID MICROORGANISM IS A 

Bacillus (p I I I , lns 7-8 under "Materials and Methods") 

• producing a DNA construct in vitro, wherein said DNA construct further 

COMPRISES STUFFER SEQUENCES (P I I 3, LNS I -5 OF SECTION ENTITLED 

"Transforming DNA molecules", and Figure I ) 
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• DIRECTLY TRANSFORMING SAID MICROORGANISM WITH SAID DNA CONSTRUCT SUCH THAT 
THE DNA CONSTRUCT BECOMES INTEGRATED INTO A CHROMOSOME OF SAID 
MICROORGANISM (P I 13, COL 2, ENTIRE MIDDLE PAR. (BEGINS: "PHV453 
TRANSFORMED B. SUBTILIS EFFICIENTLY...") 

• WHEREIN SAID DNA CONSTRUCT COMPRISES HOMOLOGOUS AND HETEROLOGOUS 
SEQUENCES (P 112, LNS I -4 UNDER "RESULTS" SECTION, AND FIGURE 4a) 

Therefore, all of the claimed limitations discussed above are anticipated by 

NlAUDET. 

CLAIMS 1-4, 5-7 IO, AND I I ARE REJECTED UNDER 35 U.S.C. 102(B) AS BEING 
ANTICIPATED BY VAN SlNDEREN AND VENEMA, JOURNAL OF BACTERIOLOGY I 76( I 8): 5762- 
5570, I 994 (HEREINAFTER REFERRED TO AS VENEMA). 

VENEMA TEACHES A METHOD OF PRODUCING A TRANSFORMED MICROORGANISM 
COMPRISING THE DIRECT INTRODUCTION AND SUBSEQUENT CHROMOSOMAL INTEGRATION OF A 
DNA CONSTRUCT PRODUCED IN VITRO INTO A SELECTED COMPETENT MICROORGANISM, 
WHEREIN SAID DNA CONSTRUCT COMPRISES HOMOLOGOUS AND HETEROLOGOUS SEQUENCES 
(AS DEFINED IN APPLICANT'S SPECIFICATION, P 9, LNS I l"20), AND WHEREIN SAID 
MICROORGANISM IS A BACILLUS (P 5763, COL I , PARAGRAPH ENTITLED CONSTRUCTION OF 
PLASMIDS, LNS 7- I O). 

VENEMA FURTHER TEACHES A METHOD OF PRODUCING A TRANSFORMED MICROORGANISM 
COMPRISING THE DIRECT INTRODUCTION AND SUBSEQUENT CHROMOSOMAL INTEGRATION OF A 
DNA CONSTRUCT PRODUCED IN VITRO, WHEREIN SAID DNA CONSTRUCT IS A NON-PLASMID 
DNA CONSTRUCT PRODUCED WITHOUT THE USE OF A SHUTTLE VECTOR OR AN INTERMEDIATE 
HOST, INTO A SELECTED COMPETENT MICROORGANISM, WHEREIN SAID MICROORGANISM IS A 
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super-competent bacillus (p 5767, final paragraph of "results" section, last i 5 
lines, and Figures 8a & 8b). 

Therefore, all of the claimed limitations discussed above are anticipated by 
Venema. 

Claims 1-3, 6, 7, I O, II are rejected under 35 U.S.C. I 02(b) as being 
anticipated by US Patent 4,828,994, issued May 9, I 989 (hereinafter referred 
to as '994). 

'994 TEACHES A METHOD OF PRODUCING A TRANSFORMED MICROORGANISM COMPRISING 
THE DIRECT INTRODUCTION AND SUBSEQUENT CHROMOSOMAL INTEGRATION OF A DNA 
CONSTRUCT PRODUCED IN VITRO INTO A SELECTED COMPETENT MICROORGANISM, WHEREIN 
SAID DNA CONSTRUCT COMPRISES HOMOLOGOUS AND HETEROLOGOUS SEQUENCES (AS 
DEFINED IN APPLICANT'S SPECIFICATION, P 9, LNS I I ~20) AND IS A NON-PLASMID DNA 
CONSTRUCT PRODUCED WITHOUT THE USE OF A SHUTTLE VECTOR OR AN INTERMEDIATE HOST, 
AND WHEREIN SAID MICROORGANISM IS A BACILLUS (COLS I O I I , EXAMPLES V AND VI). 

THEREFORE, ALL OF THE CLAIMED LIMITATIONS DISCUSSED ABOVE ARE ANTICIPATED BY 
'994. 

Claims 1-3, 6, and 7 are rejected under 35 U.S.C. I 02(b) as being anticipated 
by EP076 I 8 I 5A2, published December 3, I 997 (hereinafter referred to as 
'8 I 5). 

'8 15 teaches a method of producing a transformed microorganism comprising 
the direct introduction (p i i , lns i 7-20) and subsequent chromosomal 
integration (p I I , ln 55- p I 2, ln I ) of a DNA construct produced in vitro (p I O, 
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lns i 7 and 37) into a selected competent microorganism (p i i , i 7), wherein said 
dna construct comprises homologous and heterologous sequences (as defined in 
applicant's specification, p 9, lns i i -20) (p 6 ( lns i i -26), and wherein said 
microorganism is a bacillus (entire document). 

Therefore, all of the claimed limitations discussed above are anticipated by 
'8 I 5. 

Conclusion 

NO CLAIMS ARE ALLOWED. 

Any inquiry concerning THIS communication or earlier communications from the 

EXAMINER SHOULD BE DIRECTED TO DEVON R BYRD WHOSE TELEPHONE NUMBER IS 703-305" 

O I 59. The examiner can normally be reached on Mon-Fri 8a-5p. 

IF ATTEMPTS TO REACH THE EXAMINER BY TELEPHONE ARE UNSUCCESSFUL, THE 
EXAMINER'S SUPERVISOR, ANDREW WANG CAN BE REACHED ON 703"306"23 I 7. THE FAX 
PHONE NUMBER FOR THE ORGANIZATION WHERE THIS APPLICATION OR PROCEEDING IS ASSIGNED 

IS (703) 872-9306. 

Any inquiry of a general nature or relating to the status OF THIS APPLICATION OR 

PROCEEDING SHOULD BE DIRECTED TO THE RECEPTIONIST WHOSE TELEPHONE NUMBER IS 703" 

308- 1 235. 




BENNETT CELSA 
PRIMARY EXAMINER 
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October I 7, 2003 



